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U.S. Appln. S.N. 10/534,091 patehi 
AMENDMENT 

frEMARKS 

This Amendment amends claims 11, 14 and 19, and adds new 
claims 23-32, The preserving and flavoring agent features of claim 
11 are taken from claim 14. The "oromucosally acceptable" features 
of claims 11 and 14 are supported by page 2, lines 16-17 and page 
3, lines 15-17. Claim 19 has been placed in independent form using 
the original (unamended) version of claim 11. New method of 
administration claims 23-32 correspond to claims 11-20. Claims 11- 
32 are pending. 

Examiner Gembeh is thanked for allowing claims 21 and 22. 
This Amendment places the entire application in condition for 
allowance for the reasons discussed below. 

This Amendment overcomes the 35 U.S.C. § 112, first paragraph, 
rejection of claims 11-20 for failure to adequately describe the 
" derivative " of formula I. Claim 11 has been amended to more 
clearly define its imidazole derivative as — conforming to — 
formula I. Claim 19 has been amended accordingly. Reconsideration 
and withdrawal of the written description rejection of claims 11-20 
are earnestly requested. 

The 35 U.S.C. § 112, first paragraph, rejection of claims 14- 
17 for failure to adequately describe preserving agents, solvents 
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and flavoring agents is respectfully traversed. The specification 
describes these terms with sufficient clarity to satisfy the 
written description requirement. Thus, representative preserving 
agents include lower alkyl parahydroxybenzoates, especially methyl 
and propyl parahydroxybenzoate (Specification, page 2, line 32-33) . 
Preferred solvents include alcohols, especially ethanol, and water 
and mixtures thereof (page 2, line 31) . Preferred flavoring agents 
include aspartame, artificial flavors such as black currant 502.009 
and mixtures thereof (page 2, last line to page 3, line 2). The 
specification goes on to define "additives conventionally used in 
oromucosal formulations" to mean any additive known by the person 
skilled in the art to be applicable for oromucosal formulations 
(page 3, lines 15-17). Accordingly, one of ordinary skill in the 
oromucosal dosing arts would immediately envisage what 
preservatives, solvents and flavoring agents would be suitable for 
use in the claimed oromucosal formulation. Reconsideration and 
withdrawal of the written description rejection of claims 14-17 are 
earnestly requested. 

The 35 U.S.C § 112, second paragraph, rejection of claims 14- 
17 is respectfully traversed. One of ordinary skill in the art 
would understand that "preserving agents'' are intended to preserve 
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the useful life of the active ingredient and/or formulation. See 
the attached definition of "preservative* in flawley'p Coijcfensed 
rhemical Dictionary (11 th Ed. 19 87) . Reconsideration and withdrawal 
of the indefiniteness rejection of claims 14-17 are earnestly 
requested. 

This Amendment overcomes the 35 U.S.C. § 102(b) rejection of 
claims 11-13 over U.S. Patent No. 5,498,623 to KarjalaAflSn ?t al. 
The claimed composition includes at least one oromucosally 
acceptable preserving agent, at least one flavoring agent or a 
mixture thereof. Karialain en et al . fails to disclose these 
features of the claimed composition. Reconsideration and 
withdrawal of the anticipation rejection of claims 11-13 are 
earnestly requested. 

The 3 5 U.S.C. § 103(a) rejection of claims 11-17, 19 and 20 
over Karialainen et al . in view of U.S. Patent No. 5,658,938 to 
Geerts et al .. U.S. Patent No. 6,326,401 to CfrQ^veau et al. and 
Huupponen et al . , 58 Clin . Phar macol . Ther . 506-11 (1995) is 
respectfully traversed. Oral administration of a substituted 
imidazole derivative conforming to formula (I) has been associated 
with compromised cardiac safety <Specif ication, page 1, line 31 to 
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page 2, line 2) and rapid decomposition of the derivative (Page 1, 
lines 24-30) . 

The applicants have discovered these problems of compromised 
cardiac safety and rapid decomposition can be avoided by oromucosal 
administration. Thus, Example 8 reports a study of cardiac safety 
in dogs in which fipamezole orally administered indicated QT 
prolongation would occur when the systemic concentration of the 
drug reached about 2000 ng/ml. Yet two toxicology studies showed 
no signs of compromised cardiac safety when fipamezole was 
administered by buccal spray doses. This is very surprising 
because one would expect that cardiac safety would be more 
compromised when fipamezole was administered oromucosaly because 
the drug would reach the heart directly through the circulatory 
system instead of passing through the liver before reaching the 
heart, as in the case with oral administration. 

Example 7 of the application illustrates the significant 
increase in plasma levels of fipamezole in healthy male volunteers 
which is achieved by oromucosal administration in comparison to 
oral administration. Table 1 compares the pharmacokinetic 
parameters of fipamezole at the dose level of 30 mg resulting from 
oral administration, oromucosal tablet and oromucosal spray 
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administration, while Figure 1 plots mean plasma concentration over 
time following a single, 30 mg dose of fipamezole. In short, 
oromucosal adminstration was shown to result in much higher plasma 
concentrations of fipamezole than achieved by oral administration. 

None of the cited combination of references disclose or 
suggest the claimed invention. Neither Karjalain,en et al- nor 
Geerts et al . disclose an ormucosal formulation. Chauveau et; e^. 
merely discloses the utility of capryl caproyl macrogel glycerides 
in delivering tryptan-like non-polypeptide substances via buccal 
administration. Finally, Hmitraonen et al . differs from the claimed 
invention because atipamezole does not contain a halogen or 
hydroxyl at R t . Neither halogen or hydroxyl are bioisoteric with 
the hydrogen in atipamezole. Thus, the subject matter of the 
claims cannot be considered obvious to one of ordinary skill. See 
the International Preliminary Examination Report. 

Reconsideration and withdrawal of the obviousness rejection of 
claims 11-17, 19 and 20 are earnestly requested. 

The provisional obvious- type double patenting rejection of 
claims 11-17 and 19 over claims 1-3 and 12-18 of U.S. application 
S.N. 10/534,117 is respectfully traversed. This application was 
filed first, and has been examined. In contrast, the *117 
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application has not yet been examined. As demonstrated above, this 
application is otherwise in condition for allowance. Accordingly, 
the Examiner is requested to withdraw the provisional rejection and 
permit this application to issue. A corresponding, non-provisional 
obvious- type double patenting rejection can then be made in the 
% 117 application, if appropriate. 

It is believed the application is in condition for allowance. 
Reconsideration and withdrawal of all rejections of claims 11-20, 
and issuance of a Notice of Allowance directed to claims 11-32, are 
respectfully requested. The Examiner is urged to telephone the 
undersigned should she believe any further action is required for 
allowance. 

An Excess Claim Fee Transmittal is attached. It is not 
believed any additional fee is required for entry and consideration 
of this Amendment. Nevertheless, the Commissioner is authorized to 
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charge our Deposit Account No. 50-1258 in the amount of any such 
required fee . 



Atty. Case No.: TUR-168 
100 Daingerfield Road 
Suite 100 

Alexandria, Virginia 22314 
Telephone: <703) 838-0445 
Facsimile: (703) 838-0447 

Enclosures : 

Hawlev's Condensed Chemical Dictionary 965 (11 th Ed. 1987) 
Excess Claim Fee Transmittal 



Respectfully submitted, 



Jai 
Re< 
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